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AB The invention discloses methods, gene databases, gene arrays, protein 
arrays, and devices that may be used to det . the hypersensitivity of 
individuals to a given agent, such as drug or other chem., in order to 
prevent toxic side effects. In one embodiment, methods of identifying 
hypersensitivity in a subject by obtaining a gene expression profile of 
multiple genes assocd. with hypersensitivity of the subject suspected to 
be hypersensitive, and identifying in the gene expression profile of the 
subject a pattern of gene expression of the genes assocd. with 
hypersensitivity are disclosed. The gene expression profile of the 
subject may be compared with the gene expression profile of a normal 
individual and a hypersensitive individual. The gene expression profile 
of the subject that is obtained may comprise a profile of levels of mRNA 
or cDNA. The gene expression profile may be obtained by using an array of 
nucleic acid probes for the plurality of genes assocd. with 
hypersensitivity. The expression of the genes predetd. to be assocd. with 
hypersensitivity is directly related to prevention or repair of toxic 
damage at the tissue, organ or system level. Gene databases arrays and 
app. useful for identifying hypersensitivity in a subject are also 
disclosed. 
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TI Differential glucocorticoid enhancement of the cytokine-driven 

transcriptional activation of the human acute phase serum amyloid A genes, 
SAAl and SAA2 

AU Thorn, Caroline F. ; Whitehead, Alexander S. 

CS Department of Pharmacology and Center for Pharmacogenetics, University of 
Pennsylvania School of Medicine, Philadelphia, PA, 19104, USA 

SO Journal of Immunology (2002), 169(1), 399-406 
CODEN: JOIMA3; ISSN: 0022-1767 

PB American Association of Immunologists 

DT Journal 

LA English 

AB The human acute phase serum amyloid A (A-SAA) genes, SAAl and SAA2, 
have a high degree of sequence identity that extends -450 bp 
upstream of their transcription start sites. Each promoter contains 
analogously positioned functional binding sites for the transcription 
factors NF-kB and NF-IL6. In human HepG2 hepatoma cells trans fected 
with SAA promoter luciferase reporter constructs, administration of IL-1 
and IL-6, singly or in combination, induced SAAl and SAA2 
transcriptional readouts that were qual. indistinguishable* However, 
under induced conditions, the SAA2 promoter had a significant quant, 
transcriptional advantage over the SAA1 promoter. The application of 
the synthetic glucocorticoid dexamethasone in the context of cytokine 
stimulation enhanced the transcriptional activity of the SAAl, but not 
the SAA2, promoter such that readout from the former became equiv. to 
that from the latter. A putative glucocorticoid response element (GRE) is 
present (between residues -208 and -194) only in the SAAl gene; a 
similar sequence in the corresponding region of the SAA2 gene is 
disrupted by a nine-residue insertion. The SAAl GRE was shown to be 
functionally active and the SAA2 disrupted GRE was shown to be 
functionally inactive in expts. using reporter constructs carrying SAAl 
and SAA2 promoters that had been modified by site-specific mutagenesis. 
Quant, anal, of transcript-specific RT-PCR products, derived from SAAl 
and SAA2 mRNAs after treatment of HepG2 cells with cytokines in the 
presence or 1 * absence of dexamethasone, confirmed that the endogenous SAAl 
gene has a cytokine-driven transcriptional disadvantage that is superseded 
by a marginal transcriptional advantage when glucocorticoids are present. 

RE.CNT 47 THERE ARE 47 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

LI 8 ANSWER 7 OF 13 CAPLUS COPYRIGHT 2003 ACS on STN 



Full 




Text 


References 



AN 2001:338762 CAPLUS 
DN 134:362292 

TI Methods of determining individual hypersensitivity to a pharmaceutical 

agent from gene expression profile 
IN Farr, Spencer 

PA Phase-1 Molecular Toxicology, USA 
SO PCT Int. Appl., 222 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 



http://stnwebxas.org/cgi-bin/sdcgi?SID=93201 -08 16860767-200&APP=stnweb& 



11/30/2003 



L2 ANSWER 1 OF 1 MEDLINE on STN 

AN 96185283 MEDLINE 

DN 96185283 PubMed ID: 8606597 

TI Presymptomatic diagnosis of familial steroid-resistant nephrotic syndrome. 
AU Fuchshuber A; Janssen F; Gribouval 0; Niaudet P; Kamoun A; 
Antignac C 

SO LANCET , (1996 Apr 13) 347 (9007) 1050-1. 

Journal code: 2985213R. ISSN: 0140-6736. 
CY ENGLAND: United Kingdom 
DT Letter 
LA English 

FS Abridged Index Medicus Journals; Priority Journals 
EM 199605 

ED Entered STN: 19960531 

Last Updated on STN : 19960531 
Entered Medline: 19960517 



L8 ANSWER 20 OF 47 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC . on STN 
AN 1996:378928 BIOSIS 
DN PREV1996991012 84 
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AB Recent studies demonstrate that primary (hereditary) abnormalities in the 
glucocorticoid receptor gene make 6.6% of the normal population relatively 
•hypersensitive' to glucocorticoids, while 2.3% are relatively 
'resistant'. These abnormalities might explain the well-known phenomenon 
that some individuals develop severe adverse effects during therapy with a 
low dose of glucocorticosteroids, while others do not develop side effects 
even during long-term therapy with a much higher dose. This heterogeneity 
in glucocorticoid sensitivity in the normal population might eventually 
allow the prediction of a 'safe' dose of glucocorticosteroids in 
individual patients. 'Resistance' to the beneficial clinical effects of 
glucocorticosteroid therapy in some patients with severe rheumatoid 
arthritis and asthma is probably seldom related to generalized 
primary (hereditary) glucocorticoid resistance. In most patients this 
'resistance' seems to be acquired and localized to the inflammation sites, 
where it is caused by high local cytokine production which interferes with 
glucocorticoid action. Recognition of localized, acquired glucocorticoid 
resistance is of great importance, as alternative drug therapy with other 
immune -modulating drugs, such as cyclosporin and methotrexate, should be 
considered. Chronic high-dose glucocorticosteroid treatment in such 
patients insufficiently reduces symptomatology, while generalized side 
effects occur, as the rest of the body of the patient has a normal 
sensitivity to these drugs. 



